Background: Juvenile idiopathic arthritis (JIA) is the most common pediatric chronic rheumatic disease, which requires constant follow-up over the years, due to relapses during its progression. To maintain a good quality of life, it is important to limit admissions as far as possible. With the development of a Diagnostic Therapeutic Assistance Pathway (DTAP), we aim to select patients with suitable clinical conditions to be moved from routine hospital management to day care or outpatient treatment, evaluating the number of patients to whom this would apply. Methods: Monocentric study regarding admissions for JIA between 2014 and 2016 in a Pediatric Unit of a university hospital in Milan. Through an analysis of the medical records, relevant information was extracted and collected in a Microsoft™ Excel database; starting from the data collected during the first year, a DTAP was prepared for patients with active arthritis and appropriate clinical conditions. Results: The study includes data from 223 JIA hospitalization cases involving 127 patients. Applying DTAP criteria, 32% patients would have avoided admissions and 23% would have been admitted less frequently. The data concerning the activities of the Unit for JIA patients showed a relevant drop in the number of hospitalizations since 2015, from 89 in 2014 to 66 and 68 in 2015 and 2016 respectively. Conclusion: The opportunity offered by DTAP, has suggested feasible changes in hospitalization management and it's use would promote the possibility of treating the children without hospitalization, or minimizing it. In conclusion DTAP application is a priority for the continuous improvement of clinical practice and quality of life for patients and their families.
Background
Juvenile idiopathic arthritis (JIA) is the most common chronic rheumatic disease (prevalence of 1: 1000) in the pediatric field, which requires constant follow-up over the years since its progression is characterized by relapses [1] [2] [3] . Currently, there are no identified drugs to cure the disease, but it is possible to keep it under control and avoid the occurrence of injuries [4, 5] .
In general, the management of a JIA patient is based on a multi-professional approach which, in addition to the pediatrician, also involves the nurse, the physiotherapist and the occupational therapist [6] .
At the onset, the disease is frequently treated with non-steroidal anti-inflammatory drugs and intraarticular corticosteroid injections [7, 8] , followed by second-level drugs such as Methotrexate or Sulfasalazine [9, 10] . In the event that a patient with JIA, in therapy with these drugs, manifests an unsatisfactory control of the disease, it is recommended to initiate treatment with biological drugs [11, 12] , nowadays considered as effective and safe in treating the disease [13, 14] . The widespread use of biological drugs is one of the causes of the increase in health care costs for people with JIA in recent years; moreover, according to a European study published in 2016, also a longer length of admissions contributes to the increased spending [15] .
Studies show that JIA involves a noticeable reduction in quality of life in over half of affected patients [16] [17] [18] ; it therefore seems desirable to try to construct a care flowchart to provide the necessary therapies, and keeping, as far as possible, the usual level of quality of life. For chronic pediatric diseases, JIA in particular, the implementation of the Chronic Care Model is shown to be related to an improvement in the control of the disease, the management of symptoms and quality of life. This model aims at a proactive management of the pathology, and promote, among others, the use of standardized pathways, the coordination of care and greater involvement and self-management of the patient and the caregiver [19, 20] .
In this sense we can hypothesize building a pathway which reserves ordinary hospitalization only for the most severe patients and privileges the outpatient or day care regimen.
The formulation of a specific Diagnostic Therapeutic Assistance pathway (DTAP) could be a useful tool to define patients who could actually avoid hospitalization, without health risks and who would benefit in terms of psycho-physical wellbeing.
The DTAPs constitute set of services provided in order to address the patient's needs from the time of diagnosis to recovery; they are aimed at managing a specific pathology in a specific group of patients within a well-defined local context [21] . The paths are identified in a multidisciplinary manner to include all the activities carried out by the different professionals involved to manage the pathology in question. Depending on the illness for which the DTAP is implemented, activities may be planned within a single hospital organizational structure, or a much wider range of services may be involved, different in terms of reference discipline and the setting where they are supplied [22] .
A review of literature published in June 2009 [23] shows that DTAPs may represent an effective mechanism to promote adherence to treatment guidelines and protocols as they reduce the variability of clinical practice. The study also found that, for predictable care pathways, DTAPs can be effective in promoting proactive disease management and ensuring that patients receive timely intervention and clinical evaluations. Furthermore, the use of these pathways leads to greater agreement among clinicians on treatment options and provides valuable support for decision-making.
The present work therefore aims at drawing up a specific DTAP for children affected by JIA with the aim of transferring patients with well defined clinical conditions from management with regular hospitalization to day or outpatient regimes. Moreover, we also wanted to assess whether this pathway is sustainable for a substantial proportion of patients.
The DTAP is outlined based on the clinical data of patients admitted to the Intermediate Pediatric Care Unit, Fondazione IRCCS Ca′ Granda, Ospedale Maggiore Policlinico of Milan.
Methods
The analysis is based on data from a monocentric study regarding admissions for JIA in the 2014-2016 three-year period at the Intermediate Pediatric Care Unit, Fondazione IRCCS Ca′ Granda, Ospedale Maggiore Policlinico of Milan.
The study examined all admissions in the period from 1 January 2014 to 31 December 2016 where the cause of hospitalization was closely linked to JIA. A total of 223 files were assessed, 89 in 2014, 66 in 2015, and 68 in 2016, respectively. At the end the final population was made up by 127 patients, given the presence of numerous multiple admissions during the period considered.
Although the study is centered on a pediatric setting, adults of up to 23 years were also included since patients continued to be monitored also after the age of 16.
The relevant information was extracted from the printed medical records and collected in a Microsoft™ Excel database.
Socio-demographic variables (name, surname, nosographic code, date of birth, sex and municipality of residence), clinical variables of interest (diagnosis in letter of discharge, associated diseases, general conditions), presence of indicative clinical signs of systemic compromise (fever upon admission) were all included in the database. Data regarding the access modalities to the ward (planned or urgent hospitalization, transfers from other wards), variables concerning hospitalization (date of admission and discharge, reason for admission, diagnostic investigations, specialist and physiotherapy visits), the possible execution of surgery in the operating room in sedation (arthrocentesis intervention) and intravenous therapy have been recorded too.
Starting from the data collected during the first year of the study, a DTAP was set up to treat and follow children shifting from the regimen, provided by a regular hospitalization, to a day service model of care Fig. 1 .
In particular, the Complex Outpatient Macroactivity with High Resource Integration (MAC) was identified as an organizational model set up by the Lombardy Region dealing with the management of all the activities that, although having to be carried out in a hospital context, can be performed in a complex outpatient procedure.
Elaboration and evaluation of the data lead to select the following DATP inclusion criteria: active arthritis, good general clinical conditions, no fever, no symptoms or signs of systemic involvement, no need of intravenous therapy or sedation. Consequently, this pathway can't apply to patients with systemic JIA.
The only exception involved admissions due to the administration of biological therapy. It was assessed that these could be included in the DATP, as the intravenous therapy carried out on these occasions was planned and not linked to the present state of the disease. Furthermore, exclusively in this case, a day service model has been considerate adequate for children with systemic JIA, as these admissions didn't concern a state of onset or flare of the pathology.
The DTAP was then applied to all the patients' admissions examined in order to assess what effects its implementation could have in the clinical reality investigated.
Statistical analysis
To visualize associations among variables multiple correspondence analysis has been used [24] . This technique represents categorical variables into a space with dimensions ordered by the proportion of the total variability that they explain. The distance between points in this space is a measure of the dissimilarity between the corresponding categories. If the original variables are strongly correlated, the first two axes explain a great proportion of the overall variability, so that the relationships among categories are well represented in that plane. DTAP was added as a supplementary variable to the space determined by the other variables.
The association between inclusion in the pathway and other variables was investigated by Firth logistic regression models [25] . Firth's approach was adopted to obtain finite odds ratios estimates also in the case of quasi-complete separation. From the regression models 95% confidence intervals and p-values were also obtained. The analyses were performed with R [26] version 3.4.2 and its add-on packages ca, FactoMineR and logistf.
Results
Demographic features of the 127 patients are summarized in Table 1 : 80% of young patients are female, with a median age of 9 years; 87% of children are resident in Lombardy region. Applying DTAP criteria, in the three years period 32% of patients could have avoided hospitalization completely, and another 23% would have been hospitalized fewer times. In the multiple correspondence analysis, the first two axes explain 75.6% of the total variability, so that relationships among categories are well represented in this plane. The plot shows positive association among the following categories: inclusion in the DTAP, orthopedic examinations, residence outside the region and hospitalization due to either flare, re-evaluation, associated conditions or biological therapy. On the contrary, exclusion from the DTAP is associated to anesthesiology examination, sedation, arthrocentesis and intravenous therapy and arthrocentesis-related admissions Fig. 2 .
Furthermore, the data concerning the activities carried out by the Intermediate Pediatric Care Unit for patients with JIA highlight how the number of admissions has been reduced from 2014 to 2016. On the contrary, outpatients' activities like MAC have been constantly rising during the observed years Table 3 .
Discussion
Starting from the data collected during the first year of the study, a DTAP was set up to identify patients who could be treated in regimen alternative to regular hospitalization. It was therefore a real-time process, enabling the establishment of a pathway suitable for the setting of application. In this way, we could evaluate and modify the hypothesized variables a priori to better reflect the clinical reality.
The analysis of the 223 cases of admissions of young JIA patients figured out a picture of the typology of patients attending the department and the services performed during hospitalization. Regarding the epidemiology of JIA, the data are in line with literature reports: females are more affected than males, there are children of all ages, the most represented form is oligoarticular arthritis, followed by polyarticular and systemic arthritis.
Data examination relative to patient residency showed that 52% of patients reside in the Milan metropolitan area, which would make the transition to outpatient treatment not only feasible but also beneficial, especially in terms of quality of life, for a sizeable majority of users.
Out of all the patients considered, as many as 55% could be impacted by the DTAP. This group would have completely avoided admissions or reduced their number over the three-year period.
The characteristics of the subjects and the services performed during hospitalization were examined and compared between the group of patients who could be included in the DTAP and those who would have confirmed the regular hospitalization pathway. Several variables were found to be associated with the inclusion or exclusion from the pathway. For example, residency outside the Lombardy region provide four times more odds of being included in the pathway; this could be explained by the fact that most of these patients are hospitalized for a clinical re-evaluation or for non-urgent reasons. Probably, also the limited availability of supportive accommodation outside the hospital had a role. On the other hand, urgent admissions, as were classified all the cases coming from the emergency room, entail a close correlation with exclusion from the DTAP as they require more direct assistance than the outpatient pathway. These hospitalizations, indeed, were mostly related to more severe cases of JIA at its onset or relapse and to acute infectious disease in patients with JIA. Furthermore, as to the causes of hospitalization, it can be observed that the programmed administration of biological therapy, compared with the reference category of the flare, is positively correlated with the DTAP, as this type of service is well suited to fit the characteristics of the MAC. Arthrocentesis indeed is negatively correlated, since in most cases it is carried out under sedation and therefore requires hospitalization. The type of JIA, instead, doesn't seem to affect the inclusion or exclusion from the DTPA. In the two major represented type of JIA, oligoarticular and polyarticular, the percentage of admissions included and excluded from the DTAP is similar to the one relative to all the admissions. Regarding the hospitalizations of patients with systemic JIA, the majority result excluded from the DTAP (according to DTAP criteria); the remaining cases were related to the administration of biologic therapy, as it is the only case in which a day service it's been considered proper for these patients. The MAC graph concerning the first two axes are clearly representative of the structure of association between the variables with 75.6% of total variability.
The results are consistent with the criteria for exclusion from the DTAP, since sedation, arthrocentesis, While not yet officially approved by our institutional board, the way the planned DTAP for JIA patients has been developed (as result of collaboration between preventive medicine and pediatricians) may well represent a pathway to better addressing hospitalization, with powerful savings in health economics. As part of a trend promoted by national health policies and by the creation of the MAC by the Lombardy Region, the number of MAC-type services increased in the year following the start of the study, while the normal admissions for the management of patients with the appropriate characteristics dropped from 89 in 2014 to 66 in 2015, and 68 in 2016.
Moreover, while there is no evidence of return admissions, continuity of care seems to be ensured as a result of the provision of assistance through MAC, confirming the feasibility of introducing alternative solutions to hospitalization in controlled settings, and, accordingly, a measurable advantage for the quality of life of young people with JIA can be realistically predicted.
Conclusions
The use of DTAP to manage JIA patients raises the possibility of treating the young chronic patient without hospitalization, or reducing it to the necessary. This can yield significant benefits, not only from the point of view of resource optimization, but especially towards the patients' quality of life.
The application of the DTAP following its official approval represents a priority for the continuous improvement of the clinical practice and quality of life of patients and their families, and can be considered an objective to be pursued in a perspective of pediatric appropriateness.
In the near future, also the evaluation of the customer satisfaction of parents and children who benefit from outpatient management of the disease will be mandatory, to have a full view of the change of intervention policy.
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